10/591843 

JAP1 2 Rec'd PCT/PTO 0 5 S EPi2006 

[OOOl] 
[ 0 0 0 2 ] 

Ittt^SttW^A Chronic Obstructive Pulmonary Disease: (UT . TCOPDj t ffiifc-T 
=b a ) ti-i, iMl, 'ISttmW^^, fo5v^infij#(Df^#ic J: "9 , iitftt co ^Stt^MPt^ 

^iiita^it'fo^. copd tcio^5M^$ypsf±, *m'mit«^^*3tt5m^ng^± 

#i:BiU^flt^ J; 5W#14HX«^ffiT^H <9 , 2 ^co || -^cofS^ Kti£0)J X o T « * T'fife 
Srt*. COPD B#co# < fiJffimJM{£cofiIft ^^-Tc WMi©f^«!i^^77^^-^ 
m^-ehZ^ii&K (D&^mWVZ «t 9 §3 fb^-Cfo&c 2 0 0 1 National Heart, 

Lung and Blood Institution (NHLBI) t World Health Organization (WHO) t <D *p) X°n 
'g-^tlfc Global Initiative for Chronic Obstructive Lung Disease (GOLD) t> ^ T 
1 9 9 0^©lStiitf COPD ©il*fi, ^API^L, 

3 4/ 1 0 0 0, Sfc^ct4-e« 7 . 3 3/1 OOOi^otfc!), IS$A 5 ^Sl-il^i 
S-C&So mB#^-C(D COPD J; Si¥BS^F^^J©ia^5Et:«, T * V ti co co 4 i: 
^^ttT^So Sfc,' H*^jottSJ¥±^#^<7>fR'&-T?'b COPD ic J; S^Et^fi, ftjfico 

3 0¥W-C& 4 fglciM L/c Q COPD fn^H i: LTt^^^O^t^TV^-ScDfi^ m^M^J 

[ 0 0 0 3 ] 

zcotcbb, COPD co tfi 7p 6^) ^ ^JS. t/fp ^ ?fe (4 V ■> l£ co i ~ 5114 
[ 0 0 0 4 ] 

[^^frlfctk 1 1 Pauwels, R. A., Buist, A. S., Calverley, P. M., Jenkins, C. R., and 
Hurd, S. S. "Global strategy for the diagnosis, management, and prevention of chronic 
obstructive pulmonary disease. NHLBI/WHO Global Initiative for Chronic Obstructive 
Lung Disease (GOLD) Workshop summary." r American journal of respiratory and 
critical care medicinej , vol.163: PP. 1256- 1276, 2001. 

[#4#fF JCftk 2 ] Barnes, P. J. "Novel approaches and targets for treatment of 
chronic obstructive pulmonary disease." T American journal of respiratory and critical 
care medicinej , vol.160: S72-79, 1999. 
[ 0 0 0 5 ] 

CDmm~(:-hZ> 0 ifi^, 9 0%^ift51IMt GM-CSF ( Granulocyte -Macrophage 
Colony-Stimulating Factor : mUt& • 9 o 7 7"^ = o = -$JiHT-) CO S '14 £ W $ 0 

[ 0 0 0 6 ] 

tLT, COPD £ ^ trlf ttflrU^ S {C J; 5 ^ iL" A ffir # )IS <t * o T ig-T 5 Wtt <b m CO ^ 
**tfc:tt< HT*£, JffiilhMM ^tt3t^£^^ COPD ic §IJgf S t 

[ 0 0 0 7 ] 

^COfcfe. COPD, Wl^Inil. tf^£ (fff^:.' 'k^^fe, jS&Si ifiLflEJg^) cof&felft 

[ooo8] BEST AVAILABLE COPY 



2 

o/c„ hiv (t b^,m^±^^ t n&v 4 >\s*%i cd4 (ttjsie©-it\ ^-^s 

59kDa O^KjriiSdlt^ ^^^.) BBttJBll&fciB* Lfrw*aE^36S««$n, fl^tf* 
[ 0 0 0 9 ] 

1996 \z*-)-fr(Ds<is9 xm^titcmm^-c xg-mx-n, H##fc#s«:i&*» 

>-^— CD* — (DavidHo) fi, t"T — if P£*^flJ i-T-efC 1991 ¥Wl^^rfT^t-tmHl5 

J; 5 mfcoTVfc. AZT (v> K^^y, $ IS ^ S# Pi. W #J <D — S) ^ ^ zf<D^L^7 4 /uxfflk 

fr^tix * (Afcftx hiv x.5<^^j?p^-rs^^ig^c^ffi lt, 

AIDS <Dmm*W £ iSJS) tcioT, ##»ctf;h,;fc:IS*flS#e>;h,;fci:*#Ufc 0 

* * r^ilwtt'^ HAART mm (^fittfti/hP!>^^iS) ^^ag^tLT^ 

•5 o 

[0010] 

r cd* ^ ^ summit, m^mm^n?£htei<^h<v<D, ^4 ^m^^^^m^^i^^-rtc 
[0011] 

azt, d4T m&^mmmwffln— «), adi i^te^g#*ia 

McD-a) cd «t 0 f£&,m^h<Dm^mmmmmm t -m ^mm-tz> t > m^cD^n 

XT -if PfiMfi^:^ #®}^Wi < ^ t P^ix-CV^ (l^^S tfC HIV (highly active 
antiretroviral therapy) HAART -^fe) 0 1996 ¥ frb 1998 ^ CD p^C , IS HIV 

JSIfet-ff 5 5E#^ 70%W± 19 , ^ Xte5EHcD_h{£ 10 {4^ b^tvfc. ^-TXcD^Et: 

mtemifrt bnz> x o tc&ofc i987 ^wp£, i998 ¥i-sfe<t&>9 , jEf-teTxsaa 
l -e -5 o 

[0012] 

1995^12^, yk-&.guW.m&>m (FDA) tt^^cD ^ a x T -if R§.W^U I'lf^-MfA'j £ 
^.BTLfc 0 1996 -CtCfi, £ <b }C 2 ocDP£#^iJ Ty h-^fc'/Wj <fc r^y-^tf/Vj ^ 

IS^"$ixfc 0 U*> L&tf* HIV xT-if Pi.$£ijfi, PR llF ffl f i fJE ix "C I -5 <b CD CD gi] 

[0013] 

i^l^T?, HIV ,S#cDjfc?f ^C^^ V \?*is>frmWl~?g^L Lt^5 (Proc Natl Acad 
Sci U S A. 2001 Feb 27;98(5):2688-93) I i: ^^^otV^ ^cD t * 6 r& cDEHH:^ 
d^C & o T V > ft V \„ 
[0014] 

— *\ xy^^- iffi, fi!c-r5#'t4^*t (elastic fiber) CD "C fe 5 * ^tt 

iff*, gfrt^tsriiaot, copd cD-s-efcswmil^^^-rs r t ^-s-< 

[5gPJcD^^] 
[0015] 

±tecDiii9, ^^-if^jffiMffi&^ig^-r:: kizm*-. ^y^v—^m 

IZ-iXm XT — if CDPi.*^, COPD CD — a -T?fo 5 WmMcDf^^lC^lz: o CD Tfi^ 

^jT-fcs u k* ^ ^ffitsseK^. copd %%ijnzmm-tz> r ^s^^^fe 

S^cD^^CD^tC, ^^-CfcS V^{4 HAART i^fe^cD* ^ x ^SSfe ffl tt 5 d x T — 
if PflS^J <t LTf ffl-Ct § -zjmVtZ&lil Mtc, W K -y ^ ^Stt® 6®^, foSfficD 
IL-18 Pfl$rS-|4^W LtV^5 r t fficD IL-18 PlS^JcD COPD fe^^^-CDcD pltitttc 
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-if Sr^-tf^o^T-if copfiMJ, 51 f± COPD, WJ&SM, fo^F 

[0016] 

_h izB co g 6<j « . [ l ] Tie ( l ) 7b m. (4) i»e,lRSn5, <h fc— «BA±Sr-g-tf 

It^ttttS, ^ci 7"T — if PfiMJ, [2] ^nfT-f ^ d/dtT — if, i? l> 

[ 3 ] Tie ( 1 ) 7!/S ( 4)>?>liRSft5, < t -ffiJ^_h * ^tr r. £ 
iit5, «ttM*ttW«IAXW:*iae^^ffift»O^I»Xf4f&*S!l. [4] TIE (5) 

<Dj-mxizmmm, [5] tie (5) 75s (8) a»<b3tR$*L5, i 1 ^>-«:!^i±£<g■ 
tf r £ MUSS 6 *mco^P£X Kt&f&S&aU, [6] TIE (5) 7bm (8) 

[0017] • 

(i) i/F^ngitiei 

( 3 ) ( 1 ) £ = - Kt5l^ 

(4) (2) £3- K-f-Site^ 

(5) ^y?-n^3fyi8 Pi.$£iJ 

(6) >T — o-T 3r Is 1 8 P§.^£iJcOT 5 / ^Ifl^iJcD 5 *> , 1 f L < iiM©7 5 /t^ 

( 7 ) ( 1 ) ^- Ktsief 

( 8 ) ( 2 ) £ =*- K-T 5 Jte^F- 
[*91©3b*] 
[0018] 

<d v* k * * *?st£s esx^-^roitfe^-^^tp^D xt— -gi&sau, copd 

^(C, l£$&-CfcSVMi HAART mfe^rtDj] ? TVUgJj & JB V * bil/S^n^T — if £ LT{£ 

fcBJftsJBflS&l^ t V> 5fU-liS*# LTV^o $.1t&&m<D IL-18 ffi-SffllX CO it 
£^*-£trgiA©^B&XttJ l &Sfc#Jr±, COPD, MJMaffi, -kT^^ffrT^fcSVMiflljiti 

[0019] 

[Ell] ^IMJ 2 COfjg 1 If (control V X) <DmUU.(T) MU^M®. X fo -5 (HE| 
fe, X4 0IS) 

[El 2 ] HJfi#iJ 2 coB 2 IS (#ilg-7 ^^exA- i ) <0ism*<DKt&4fclMfe-?*>£ (h 
Eifefe, X 4 OffiF) 

[El 3 ] ^Jg^iJ 2 coH 3 S¥ (mm^ <> x^T~;i< 2 ) 0l$&tt<0ffi4&&MBfe'C£>£ (H 
E5fc&, X4 0fif) 

[Ei 4] mmm2<Dm 4m mm + t&mm&s--*"? <Dffim.t®<vm$kmmmx&> 

5 (HEM, X4 0fg) , 

[EI 5] MM&l 2 <DWi I ~ 4 %$<D $ * <D ^ ¥-t%<DBR&<V-M: £ (mean linear 
intercept: Lm) ^r^"^~EI"Cfo ; 5o 



im 6 ] 3 <D SPC-IL-18TG <r -7*^ PBS Lfc?¥ > h n — CO 

[El 7 ] 3 (D SPC-IL-18TG -7 * Ic s TRX L fcS¥^WIfl^(75^^^® 

lt*fc5(HEM, X4 0ffiF) o 

[El 8] ##0iJl(D, ft^AWcoWm^^jo^S, IL-18 (D^g^*Sr^-r, 

^^fe^Mm^^-ria-efes (^^^^, x4 oo§)„ 

[ni9] ###iiicD, copd 1L-18 (Dm^m^^-r. &m 

[010] COPD S#^J»M(C:Jo 6, IL-18 <D|g§i*£^-<K ^ 

m.m^(D^^^7r^mx^^ {^mmm^^, x4 0ig) o 

[Ull 2] ##0ij2<75, MSA^flilia^^fcMtS, TRX©f^i^^f, 
lMwfef^*fIX*fe5 (^SMI&fe, X 2 0 0fl!f). 

[Ell 3] ###ij2(7D % COPD *#©Wiaj»tJ:*5tt5, TRXOlSSiS:*t, & 

[014] ###J2(D, COPD m#»Wfflia{Cjoit 3, TRXrofSi^^f, & 

M«feoM*£^l|-e;fc5 x 2 0 om) a 

IM 1 5 ] ^if-T^^-^f- Klrjfo^I IL-18 c DNA©->-^xy^ (DNASB^iJ) 
[116] *58Wt?ffi V> P>tb5i^«ae^ SPC-IL- 18SP -t?*>5„ 

[ as in * *sfe-r 3 fc. * <75 is (omm ] 
[0020] 

(/afT- if) 

X7-l'y7 , PT7-f, ir y y^n f7- if , 7^^7=¥yS7"of7— ^ (^tt^n^ 
T-if) $*W\fbtbZ>o 
[ 0 0 2 1 ] 

<b LTfi, MM P - 1 , 2 , • • * 2 8 ^? 3 0 SSi5< #raj£$ftTV>5 0 
[ 0 0 2 2 ] 

C/X^^v^d^T — if<t« s v/^^-T ^gsi&TStttp'frfc: Kroner ^T— if 0 , 
^7X/n° — , -if, y (papain)^ &m if bft £„ i LT l±, if - 1 , 

2 , 3 • • m 2 osgfi< &mi? bttztiK + -et>*^^— if- 1 . -3^-9^5, 

B^»7» D ^T-ifPE.^^IJ(75^->7 i -y h £ LTM-efcSo 
[ 0 0 2 3 ] 

im&mifbti. ^tite4^? — ti4*i/ii3^mmmbhm$ti, il-is bnie^ 

SttS©IL-18 itSrtt^btlTV^o 
[ 0 0 2 4 ] 

-fe y ^zfu =f T — if i: LT ti, ^ 7 ^ 9 — if Wfife, h V ~7 v" ^ (chymotrypsin) 

y'^- y ->>-(subtilisin)^^^{f btlZ> 0 
[ 0 0 2 5 ] 

^7^^— ifitt, f|i^«l^ci-S #14^*6 (elastic fiber) 5 ^FJSt!fe * ^ 

/^Ii7^f VilrAPTK^^-rS^o f7- if £ Lf*ae>tbTV>S 0 
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[ 0 0 2 6 ] 

T*/*7 J?>mya y-T — if t Ltli, ^-y*"y V(pepsin)%# =r Zf'ss DCcathepsin D) 
1 0 0 2 7 ] 

(^mmn^u^T-ummm, &i>*copd, ft&*±mm#, mmm&&, mm^± m 

[ 0 0 2 8 ] 

*mw<D7v TT—^mmn, copd xtef&&^±mmm<D^&5xfcfemm(D#$h 
^tLTffiv^f ) i^5t(DiLti^, rte (i) Jbm (4) mn<Dm, 

( 1 ) uFy^ ^ffittiai 

(2) UKy^^ffittSSf©7^yiS5ij©^, If L<iitBo7;/im, 

( 3 ) ( 1 ) K-T^jlfS^- 
(4) (2) £ = - K-f-6itfe^ 
[ 0. 0 .2 9 ] 

^ v y ? *m>&w€im.hmm<D : fc^tfe. Tte^i-> ^ k y ? ^umrnvkzw 5. 

[ 0 0 3 0 ] 

U K ^ i: W> UK^^ (^-ft^ilTt;, reduction-oxidation) ©M^WS 

5 V - tltS^U KH^\ HO- 1 (^J±** — 1 ) t£ #5 igtf S> ft 3 „ 

[ 0 0 3 1 ] 

^^-u K^->y77 5 y - y Kgitt, ^■^-uk*^^ (&t i"tr 
x j tfsft-rs.) ii-icit5*y^/f Ki (kt, ttrx - p y t nm-r&.) 

tr , t>Ht, ^^*fflua't , tc#^Ei-5 /K y Kgt-fcs (#p?s 2002-17958 

8^#BS) o 

[ 0 0 3 2 ] 

*5ewcw5 ttrx-pj izit^ F^^tfM, fit^, ±mm, mmfabo 

[ 0 0 3 3 ] 

TRX-Pti, ^Xx-f ^S8S$r-g'tff£ttas<fc(-Cys-Xl-X2-Cys - : XI , X2 fi „ 
l^o^fgtfeS. t^ot, «lt'f 3 r T R X — P J left, ± IE ©fife, v^^— VHIS 

[ 0 0 3 4 ] 

?Stt£lH£c7)Af£0iJ £ Ltlt -Cys-Gly-Pro-Cys -, - Cys- Pro- Tyr- Cys -, 
-Cys-Pro-His-Cys -, - Cys- Pro- Pro- Cys - ^ &m if b tu 5 tf* , tt't, -Cys 
-Gly-Pro-Cys - # , £ "C{fc# £ frT ^ 5 BB^J 5 * , v-)x^f>tJ: -5 

[ 0 0 3 5 ] 

fTRX-Pj fitt, *{*:6<J»CW:, ^ijx:{±\ iSttflSifcas- Cys- Gly-Pro-Cys -T*fcS 
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f*l/K*'» (TRX), <f^9 U K^r i/>&&mif "b ^ -5 „ 
[ 0 0 3 6 ] 

[ 0 0 3 7 ] 

S o 

(a) t h & m<Dmmmfaibttim-rzjjm (wi-85097 ^-^«^#flg)o 

(B) Ifi^E^X-ffi^^S^ (#i¥l- 8 5 0 9 7 ^Sf#i). 

(o ^7°^ K^«feSrfflv^« (#ri¥5 - 1 3 9 9 9 2 #^a4$#Rg) 0 

[ 0 0 3 8 ] 

(il-18 mmm) 

$ii©copD, masses, wats^iA©^ i&xf±f&**y©^r3a^t itf^^ 

5tO<t LTIi, Tffi (5) 7?/S (8) l£ <D , - ©fi^-&dt^ &m If tb S . 

(5) > — p df ^ i 8 pa^j 

(6) >^-p-t ^> i 8pi$#j<dt * y^sa^ijco 5 1 ^ l < &mm(OT ? / 

( 7 ) ( 1 ) & 3— Kt^ief 

(8) (2) & K-TSiUS^- 
[ 0 0 3 9 ] 

*38 9itf> IL-18 fflLMJi LTfi.IL- 1 0 SElft#*IB.**J ft-^tr W V^P^T-if 

Ra*#j^o, il-18 stf»#a»b»tts il-18 ^oaeijisria^-t-sttK, il-is is^-iei 

(IL-18 binding protein (IL-18BP) ^/U — T*^)^^ IL-18 £tf*:4£<E>, IL-18 ©JSttSr.* 
?P-TS#JW, U^yt'tyH (The Combination of Soluble IL-18Ra and IL-18R0 
Chains Inhibits IL- 18-Induced IFN- y (Journal of Interferon and cytokine research 
22:P.593-601, 2002, Mary and Liebert.Inc.) ) X f45*c <D "BJ Bit IL-18 Hr/^- 

(WO2005/12352) t£ <D IL- 18 Sr^fr — <D IL- 18 © & PRS^ S feSC, IL-18 g*F#il6 

[0 0 4 0 ] 

IL- 1 /3 ^m^*Pa*^J (ICE) HTIt m^(75{b^-^^*P^tlTVN5 0 IL-l/SflfTSEflc 
^pco, ICE ^iSfPtt^W-rsgPfi^^M-rS^^^ K«^^^ t f ^tb, #Jxf4\ IL-liSml 
H#:i2Jlfr£lH£c7) Aspll6 frb N ^ttt© 4 T 5 y gfe^b&S^:/^ K (Tyr-Val 

-Ala-Asp) KSS* S , ICE © IL-1 0 ituiEft: — SrM-T 6 k L 

T*P btbT V»5 (flrlJHirf ¥ 1 1-147. 895 ^$8, [0 0 0 2]© [%*<Dft#f] #$0 o 
Sfc, Jr^^iJiLT, 0Hx.tf, Hi¥ 5- 2 5 5 2 1 8 ^SICfEf W^^f Kii*. 
#P^¥ 11-147873 -5§-£;$g{Cffifc<7)* >"T 5 K 1 0 - 5 0 4 2 

8 5 ^-^rn^mm^^^^- h*mm&, mmw- 11-147895 ^^m^mm^y v >^ 
mmfote xummtamwo 97/24339 ^^n^mm<D^ h 9 y-^sgffc^w 

[ 0 0 4 1 ] 

IL-18 ag-&§aSf(IL-18BP)i Clmmunity,10 ) 127-136(l999) ] tCfEgt £ tbfc® & Jt 
S.t>*^r<D-9-7'^ 7 -fftfc>*> ^f^^Ii^ro R136 *JStCfegc£tlfc GenBank accession 
number AF110798 7*^1151^45 3- Kt5 IL-18 ife-g-g 6 « * tz -t <D If 7 * 9 
x^f^tS, t7'^7^i Ltli^ ^J^Lfi^^^C^taife© GenBank accession number 
AF110799, AF110800, AF110801, AF110802, AF110803, AF110460 ^X'^ £ *L 5 it 
^^flSr,-. KtSiei^f If tn5o m^tt. 3ti^[Immunity,10,127-136(l999)]^fB 

[ 0 0 4 2 ] 

IL-18 M^Sftft*/ * a -^rvUfiflcfi, ^Cj^[J.Immunol.Methods,217,97-102(l998)] 



7 

[ 0 0 4 3 ] 

IL-18 gf*-- (D IL-18 (nffi^-zmm-f McfcM t Ltli, 0«;irf, IL-18 
^leifcio: IL-18 (D^^^tc^m^)^^ y * n -^-^etflc^Sr^tf 6 £ <t tfST# 3 0 
IL-18 ^P-t/^*t Ltli, Kitasato, Y., Hoshino, T., 

Okamoto, M., Kato, S., Koda, Y., Nagata, N., Kinoshita, M., Koga, H., Yoon, D. Y, Asao, 
H., Ohmoto, H., Koga, T., Rikimaru, T., and Aizawa, H. Enhanced expression of 
interleukin- 18 and its receptor in idiopathic pulmonary fibrosis. Am J Respir Cell Mol 
Biol, 31-619-625, 2004. L X fo -5 J; 9 I- H44 J t u - -tjVtfifo (Human IL-18R 
(a chain){C>Fl--t-§^;^) m&mtfhtl5> 0 
[0 0 4 4 ] 

±m il-18 (D^m-WK&mmtj:^ ; ? ^--r^m^, ^mimm^^cD^w, 

[ 0 0 4 5 ] 

^fg^Sc/B^ibitS il-18 ^mW-WteWte IL-18 <D^mw-\^^^^^^ y Z v--t 

^^rCft:{i,0-|Jxtt\#^¥ 11-100400 %^m. ^fe m Ctllt 5 It^tf 5 a 

[ 0 0 4 6 ] 

il-18 s ^ ft: & & m <d > v -r ^ & m <d pi m m t l t « % M y d88 , irak 

(IL- lreceptor-associated kinase) , TRAF 6 (TNF receptor-associated Factor) , TAK- 
1 (TGF- /3 activated kinase), MAPKK3,4,6 (MAP kinase kinase), JNK (c-Jun 
N-terminal kinase) , p38, NIK (NF- k B-inducing kinase) , IKK (I k B-kinase) , W<D 

il-18 (D^y-y^femft^*, mm-rzmn^mifhti, mz.it P 38map ^-r-ummm 

X&>%> SB203580, SB220025, RWJ 67657 (American Journal of Respiratory and Critical 
Care Medicine vol.160 pp S72-S79, 1999), NF - k B Pfi ^ M X fo 3 , I" k B inhibitor, 
I- k B a gene transfer (American Journal of Respiratory and Critical Care Medicine 
vol.160 pp S72-S79, 1999) ^» PS-341 (Proc. Natl.Acad.Sci. USA vol.95 PP. 1567 1- 15676, 
December 1998 Medical Sciences) ^ff^lf bfrlZ> 0 
[0 0 4.7] 

m^^mxm^^bnz il-is m^M t ^xn.±m<D il-is prwsu^co h (D^ma^-is 
mmm&tf v = — v-tzm&^-nm, il-is mmmcor ? / 

mm^i<7)oib, i«L<tttio7? /i^^^, mm^ ^<^hm^ titer x ymmn 

frbtC "9 IL-18 Pl#?Si4^^r^-S ^ Jf, fcS^fi. ^ *L *b £ =» — Kf 5 itfe^ 

[ 0 0 4 8 ] 

*3§^<D COPD <D^V5XlZfemm<D^®f&ft k LTfi, ifficD U K y V xftftLW&n^ 

mm^-zvow (d) ism (4)) t il-is mwrnicmm-tzvom ((5) - (s)) m 

[ 0 0 4 9 ] 

lciotS*i?fci!), -1lltcpg^-e^-r, #ffi^J^^^-5Itfe^fEHT\ &^*<t ro|li#.-? 
iI:i:®1Kt~;ft^^&^^ #4;t«fMcDm 0. 0 0 0 1 - 1 0 (w/v%), $f*L<f± 
0. 0 0 1—5 (w/v%), ^tC-att^lJCD^-^-, 0. 0 0 0 2 — 0. 2 (w/v %),.#■ 
* L<(J0. 001-0. 1 (w/v%), Bff^J©t^, 0. 01-50 (w/w%), 
* L < f± 0 . 0 2- 2 0 (w/w%) «JEi LTilt^ 5 i&T LU <D «£ B PS 

[ 0 0 5 0 ] 

mroi^P^Xfi?^^^^^^-^^^^*^^^^^^^ LT^5*t*ftI 1 k g mtc <9 o . 
005 — 5 OOmg, £?£L<te, 0. 1 — 1 OOmg, {B L , ^AlC^fLT 1 0 fotc <9 , 
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TPStLTO. 0.1 mg (£?£L<fiO. lmg), _L |SJ1 <t L T , 20g (ffiL<S20 
OOmg, i9»*Utt5 0 0mg, l!l»4L<lil 0 Orag) £ /«£ 3 «fc ? fC , IE 
XfigSdafC^ftT, sS&tffCJEE; DTg^tS: H5ISL^ 0 
[ 0 0 5 1 ] 

^Wcd^p f7— ^ PlW^J^&^^KXfiteMJfi, t£*£flfetuT^3*3§iK<Z>g 

KT©1. -5. fetus. 
[ 0 0 5 2 ] 

1. ^f^i-^-TV^n^^ h : 

0J X. fi , LTB4 antagonists ( 0ij X fi LY29311, SC-53228, CP-105,696, SB201146, 
BIIL284), 5'-Lipxygenase inhibitors (0(1 X. fi zileutin, Bayxl005), Chemokine inhibitors, 
IL-8 antagonists (0iJx.fi SB225002; CXCR2 antagonists), TNF inhibitors (0J X. fi 
monoclonal Ab, soluble receptors, MMP inhibitors), Antioxydants (0iJx.fi NAC, NAL, 
7>V$ "f-^rly, 7- — /< — 3r*?y K A * — if m). Prostanoid inhibitors (0ilx.fi COX-2 
inhibitors, thromboxane antagonists , isoprostane receptor antagonists) , iNOS 
inhibitor ^ 

[ 0 0 5 3 ] 

2 . fc&mm : 

0Jxfi, Phosphodiesterase 4 inhibitors (0Jx.fi SB207499, CP80633, CDP-840), 
Adhesion inhibitors (0Jx.fi anti-CD 11/CD 18, anti-ICAMl, E-selectin inhibitors), 
Prostaglandin E analogs (0J X fi misoprostil, butaprost), if 4 b 4 X 0(1 X fi IL-10) , 
Colchicine, Macrolide antibiotics (0iJx.fi erythromycin, clarithromycin, roxithromycin) 

m 

[ 0 0 5 4 ] 

3 . zf o fr T — if 4 >- t tT * — : 

0iJx.fi, Neutrophil elastase inhibitors (0iJx.fi ICI200355, ONC-5046, MR-889, 
L658.758), Cathepsin inhibitors (0Jx.fi suramin), Matrix metalloprotease inhibitors 
(0Jx.fi batimastat, marimastat, KBR7785), alphal-antitrypsin (0Jx.fi purified, 
human recombinant, gene transfer), Secretory leukoprotease inhibitor, Elafin ^ 
[ 0 0 5 5 ] 

4 . Immunoregulators : 

01 x fi& m m m n\ fkso6 m 

[ 0 0 5 6 ] 

ft7^ y yftD^rtyf yiift, 0 2 %®fcmmm, m^v^m, for^^^-m 

[ 0 0 5 7 ] 

xf±f&«a**ia*L*v^«iit?, ffi©fi6^*-&*r$*sr. t*s-e#, 01 xjim ^iftfcfF 

t^^SJS^i LT, j® 712 SI, V#iR#J, ag-g-aj, JfeSEftJ, £j£SJ, $f 

ftmm&m, %<tm, ^imitm, mui&mm, &nm, wrnm, %mm, mmm, nmm, 

[ 0 0 5 8 ] 
[ 0 0 5 9 ] 

•c*>5*s, ^^^^fi, mz.t£&M. m^mm, i&m, %m, M-f, u 

[ 0 0 6 0 ] 
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[ 0 0 6 1 ] 

7--t?PfiMJ^ COPD Xfi^^^^^M^W^-R* • femm t LtfflMS: <!: tt^So * 
/c, IL-18 PfiW^J^xK y K(D#-^^f4, IL-18 PlMJ &• =i - * itfc^ £ , itfe 

^feic&tts, copd, mmm&m. mmmm&<D^m ■ mmmt vxm^z ^ t t>-c 

[ 0 0 6 2 ] 

^?)|gi<7}jtfc^^ffi i: Lta, DNA (Dm, R N A , 7° 7 ^ 5 K , £ ^ ^ — 

[ 0 0 6 3 ] 

? h & yf° a >>mm&mtf bin. ^cDNA^y-^wi, y/ify-AS^ 

Ll/^ 

[ 0 0 6 4 ] 

-7-f /W^-<^ (Bgf^xy^, 1 9 9 4f 4^f, 2 0- 4 51, 

TU^*, 36 (1), 23-48 (1994), ^H&E^igflJ, 12 (15), (1994), 

^la^jAtf ^ t J; o Tff 9 r t & T* # 3 o 
[ 0 0 6 5 ] 

7fV iil^^'/l'^, AX, ? ^ — T <7-Ol-^, 4^ y ^ * £-f a-^ > ^ u 

[ 0 0 6 6 ] 

Te x v i vofej [Bgt-fx>^, 1 9 9 4^4^ 

-*§-, 2 0 - 4 5 1, ^flJ^*, 36 (1), 23-48 (1 994), |£ ^ig flj , 12 

( 1 5 ), ( 1 9 9 4 ) XX^^tlb(D^\mXm^l fr. i n v i v oft^i^JL^, 
[ 0 0 6 7 ] 

Tin v i vofej tc j; <9 fi^-tsi^ii, f&«se @ tfivmm* m^m^i^ctcm^^ 

4ftBtl«t5it!i s -e#5. S*g*i:L'Ttt, «xlf, SjM, £T, Art, 

[ 0 0 6 8 ] 

Tin v i v o Scj iaotS4t5i^li, #J;Ui\ %#J«c 0>mMM1R & tH5#, 
[ 0 0 6 9 ] 

a^^-^-g-w-rs v #y — ASfcfiRB-g- y a c-t >y>r ^a^ (hv 

[ 0 0 7 0 ] 

<*5BM©ia*?PJ^I»Xr4f&*?W*fflv^, 7°PT7-t'PflS*fe, &1/C0PD, &=gE 

ffixteftsmm*. ±ib<7) j; 5 &m* ^fits^t?. r <t , *>svm*, ^wwya^r 
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-if mmM^ copd, -^m^^m^m, mmm&&, mm^^B<o^mxi^mmmx^^ 

[ 0 0 7 1 ] 

m m (o $j mmis « v ^ 3 & a A m * f^© « ^ & > 
[-fs^ift copd 

'*38W»-*3V>T, COPD »fH»*©*»©fcfcfc^'»3W«M»* i e7 s -'W4. ;£$£fei8c 
©*fe^ffll/^r i^T^5# (Shapiro, S. D. Animal models for COPD. Chest, 117: 
223S-227S, 2000), A&ltttCfi, 0J x. PBS 7 * * — if*, >y> 

[ 0 0 7 2] 

JMSWKiisv^ COPD^SiJ^^r^a^cDAcfe^fflv^^SSjfe^^/ut Ltli, *3§' 
M (MHF, #11 2004-069835) «fc o $ ttfc, Srfc * COPD iJjfe^TVW ffl ^ 

r (Dfbfe^xVWi, COPD^fe, JffiJ&g S^^^H^^S^iJjfe^^^ 
tLttfffl«rtgt"fc5^\ TSS<DU£PJ{ci3TVM±, COPD @j#Hrx/w <b f5«i" 

[ 0 0 7 3 ] 

r c -cfflvN ibns copd tijfe^^vvi fi x ffii$mm^m : m.-fz>7'u^--*—<DmmT^ 

fcSTffi (XI) (Y2) <D\,^tifr<Dmfc?&^tt^k&¥fW(.k-fZ>m.%! : 3kfc^-Z 

2^A L Hj * x/u "C -5 o 
(XI) ^^-d-T ^r^- 1 8it{5^ 

(X2) ^y^-o-f^y-i 8<D7$ yifijil©?*,, if'L<ttti©7 5/i^^ 

(Yl) — if- 1 ate • 

(Y2) A^/<-g-io7 5;*E5"Jo5*», ifL<iiM©7*;p^, mm 

3gL< W:#aPSnfcT 5 /*BJiJi»e)ft5 fro* X — 1 <h [Wl^W^ttSr^i-S ^ > 
y^K^n- Ki~ Sitter 
[ 0 0 7 4 ] 

roa^^f/^fflv^rttiot^ 5 j6»& 8 mm t 5 mmmx^ copd^ 

[ 0 0 7 5 ] 

r <D«jfe^E-x^tci^A-r5*am«feT-f4, (XI) Xf± (X2) JtfiT- («T, 0r 

-BrT riL-18 Mfc^m} ksZm-fZ>^ bifithZo), fcSVMiTIE (Yl) XJ4 (Y2) it 

[ 0 0 7 6 ] 
(XI) IL-18 ite^f- 

(X 2 ) IL-18 ©7;7 m%ZM<D o 1b, 1 ^ L < fiifrf@tf>7 5 / m&Xik, W.Wk3M L < fi 

^*n*ixfcT 5 y Kgayij^^'fc o il-is <b pj3?©?st££W-f-£> * ^'^f^ 3 - K-r 

(Yl) # — 1 

(Y2) * -t?- i <dt % j mw.n<r> 0 If L<l«|©7^im, mm 
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[ 0 0 7 7 ] 

il-18 t mmcDfe&t il-18 u-fe^^-^a cfc s^-jvhs l, 0>jx.fi 

(ifn-v) ^p^i-ststt^^s^-r So i 

£ [H^OfSttt fi, IL-18 ituigft: (/p IL-18, proIL-18) Sr^OWfLT, (fifcM 
IL-18, matureIL-18) <fc f 5 ?£t4 4: £ *i" S . 
[ 0 0 7 8 ] 

(surfactant protein-C it -7° d* — ^— 0 KT, I" SPC 7° n * — 9 — J i: f B "t* 5 „ ) 
btl%> 0 SPC 7° P ^ — ^ — fi , 0(|xJi Early restriction of peripheral and 
proximal cell lineages during formation of the lung. Proc Natl Acad Sci USA. 2002 
Aug 6:99(16) : 10482-7. fEgS $ *L fc 3^ f£ *P C T# 5 £ £ AS £ § o 
[ 0 0 7 9 ] 

9 7 ymfoyu^— ? — b LTf4, CCIO^d*-^- (CCSP if 9 - <b *s*>S 0 ) 
jJS^Mf fjtlSo CC10 zfa^e — $ — fi, #i] x. fi cis-acting elements that confer lung 
epithelial cell expression of the CC10 gene. J Biol Chem. 1992 Jul 

25;267(21) : 14703-12. (C|E* $ tbfc ^ffifC W L.T#3 r £'#T*#5o 
[ 0 0 8 0 ] 

[ 0 0 8 1 ] 
[ 0 0 8 2 ] 

a3l5fcj|fflliait«:iiifli-S© t«S:oT 5 y»BB5>lTf*>«J , BSSril® Lfci, isf-f/U'*-? 

tmo mmxwmztiz* twefcs. 

V 7, CD Ig k is ? -)- J\"<-7 Kfi, Mx.fi, Carroll, W. L., E. Mendel, S. Levy. 

1985. Hybridoma fusion cell lines contain an aberrant kappa transcript. Mol. Immunol. 
25:991. ^{CfBic^tLTt^ 5„ 
[ 0 0 8 3 ] 

.af vtmrnkii, m.fc?(D atg bh*&=» K^<D^ffl-cji,ori>ofc, jnbk**©, 

^(^{CfflV^fr-CV^gB^J-CfcSo 

0ilx.fi, Nucleic Acids Res. 1984 Jan 25;l2(2):857-72. Compilation and analysis of 
sequences upstream from the translational start site in eukaryotic mRNAs. fCfBik £ 
tbTt^-5o 

[ 0 0 8 4 ] 

#L>AgB?iJif4, ae^*©* 9 KBB#|-e, Tt*-/H& (A) #iStt L-CV^SSB 

# V ABB^IJ <>rLTf4,4^**0^y A Ifl^iJ^ m if h tl 5 o 0iJx.fi, Goldman, L. A., E. C. 
Cutrone, S. V. Kotenko, C. D. Krause, J. A. Langer. 1996. Modifications of vectors 
pEF-BOS, pcDNAl and pcDNA3 result in improved convenience and expression. 
BioTechniques 21:1013. ^fd SB ife £ tlX -5 „ 
[ 0 0 8 5 ] 

sfc, m&mfc^Ftf (xi) xfi (x2) m<DiL-i&m.fc*m*m^K.i><»x'3bz>Wi& 
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ic f i s # a wlb. (d m m K — <d Mi m * m -t z tc #> m r± , •>• ^ /t- ^ * \- m. & ?- co 7> 

C0f3zK proIL-18 «?fiH41l IL-18 {c3E*i\5 IL- 1 0 3£&g#£ it{5"f-£ 

il-18 itfe^^i 1 1 {cSb^^^'^^j»A *^^§^$-a-s*fe^. fteco4^<oi£flf.&- 

[ 0 0 8 6 ] 

Aft /Wi, Mx.t£&.<o t o ft^mx, Mt5rt^T^5, 

[ 0 0 8 7 ] 

ztv&mmt itit ifofgM, ^j*, •fzm-fr 

& if bin, wCD5*>, ifofliit Ltttvr)^^ 5y h*is#tf 6Ji5-#, ^"7x^s 

£r*L<, -^^fi. #*JxJi\ C57BL/6N X (B6v^He9)>' Balb/c > * * ^ 
[ 0 0 8 8 ] 

T * IS £0 aft m *5 v \ x f± v *5 fc }c , iA tb # ;^ "> ^ cd 4§ 08 in- ajfe if XUm't^ 
r. ir /5 s fc S » * IS 91 !± ; ^ $ K H ~T -5 fc © pg j£ § tt 5 fc <D X it ft ^ 0 
[ 0 0 8 9 ] 

^t*t5J\ WTcbii <9 -CfoS 0 SlTXit^ic IL-18 itfeT-fcJ; o x'm 

m-TZfr, ±IE (X 2 ) CO IL-18 §§3gitfc^^\ -hHS (Yl), (Y 2 ) j£ 
f'g CO *§ h fc m m \Z ftoZk tt5„ ' ' ,.f ; 

[ 0 0 9 0 ] "|v 

^ ^ igs-f x-y®, V-J2-C mwfrb®. *) m \^it i ; ? r a- •< ■? *j- k Hi%k m 

(1) Hoshino T, Kawase Y, Okamoto M. Yokota K, Yoshino K, Yamamura K, Miyazaki J, 
Young HA, Oizumi K. Cutting edge: IL- 18-transgenic mice: in vivo evidence of a broad 
role for IL-18 in modulating immune function. J Immunol 200 L 166:70 14-70 18/- Xitfc 

(2) Kaw.ase Y, Hoshino T, Yokota K, Kuzuhara A, Kirii Y, Nishiwaki E, Maeda'Y, Takeda 
J, Okamoto M, Kato S, Imaizumi T. Aizawa EL Yoshino K. Exacerbated and Prolonged 
Allergic and Non-Allergic Inflammatory Cutaneous Reaction in Mice with Targeted 
Interleukin-18 Expression in the, Skin. J Invest Dermatol 2003:121:502-509) fc'J 5 ^ £ 
xco pro-IL- 18 c DN A (±|EXifc(l)#fi) ^fflV>, V if~)r;V^< F ^ SFo-J^B EL'- 18 
oDNASr, P C R ft C i o X ®#f 5 UlWid), (2)#{f.) 0 pro-IL- 18 c D N A fit , 

(mature I L - 18) irftot^t, ±12 (X) X It (Y) it^^F t & -5 CO X? fc 

[ 0 0 9 1 ] 

(DNAgfi^iJ) Srg| 1 5S.Uvffi?(J 1 WJ^t5, El 1 .5 (g£M 1 ) £>K#!«K 
7~9 # @ id fc 5 =i K -v . r ATGj CO [tt^ cO , 10 # S co Ic^J G,*» fe , 69 # g CO |B?ij C 

* -C , ^ ^ ^. Ig k m CO V-J2-C ft {f'-)r/V^Zf^ K it {5^- , * CO gf © f'AAC j ' 
= K-V^> b 541 — 543 # g CO TTAGJ STOP =J KVcOjEmjCO i'AGTj =» Y^"£X1fi % - *7 

* CO f% m IL- 18 c D N A X fc S „ 

[ 0 0 9 2 ] 

ft}, M^=" KV<OiTJCO N r'GGA ACAj fi v 5c ^ CO prorIL- 18 c DN A <Dtf J J* (C 
[ 0 0 9 3 ] 

* fc , STOP 3 K- CO % CO F GTGj f* , tc^t pro-IL- 18 c DN A CO ? > A {C fc 

[ 0 0 9 4 ] 

2kfC N p CR2 . 1 ^ ^ - (Invitrogen M ) ^ffll^t PCRlii^^ n--y ^ L , ^- > 
^>Xi-Z> ( ±.IS SI it (1) , (2) # BS ) o iMTt Ft-77^^r © 7" n * — - 
SPC(Early restriction of peripheral and proximal ceil. lineages during formation of the 
lung. Proc Natl Acad Sci USA. 2002 Aug 6;99(l6). 10482-7.) , SV40 small T intron(Early 



.13 

restriction of peripheral and proximal cell lineages during formation of the lung. Proc 
Natl Acad Sci USA. 2002 Aug 6;99(l6):i0482-7.) t E& #5 JtK V A (Goldman, L. A., E.. C. 
Cutrone, S. V. Kotenko, C. D. Krause, J. A. Langer. 1996. Modifications of vectors 
pEF-BOS, pcDNAl and pcDNA3 result in improved convenience and expression. 
BioTechniques 2i:i013.)3r# if 3.7SPC/SV40 ^<??— (Proceedings of the National 
Academy of Sciences of the United States of America, August 6, 2002 vol. 99 no. 16 
10482-10487) X, EcoRI [New England Biolabs (MA, USA)] XW <9 tU L T EcoRI f- 4 
h (cffl^-iAtf^&k: J: o X-V-y? o — = is? L, SPC-IL-18SP 1 15 (Hl'6)„ 
[ 0 0 9 5 ] 

SPC-IL-18SP £■ Ndel [New England Biolabs (MA, USA)] t NotI [New England 
Biolabs (MA, USA)] (Dfflmmm&tiLX 3 7 t, 2 mfflSX±X (New England Biolabs (MA, 
USA)©^n h =— /PtJl!fli*5)«I»f-*-5 r itioT, OTDNA7 7^^^F^#5 

[ 0 0 9 6 ] 

fiajx.fi, t V X(D& : m9fH£±m(D «t 5 »d LT#6tb^ia^it'f5 J F ( ± izE © j£ §H # 
DNA77^^M *^>f * fa Vfe(ftAB#^ : flfr gEJW S »0P , aXtffi^f : 

i^i^CtftAL, ftSS^ •> * ©0P*ffC#A b/c SPC IL-18TG ? x 

(founder) -5 0 #fl&iH5^-i£A<7>fflllBfi, £.$.tlti-? V x ( 7 r 2 -7 > ^ — ) WSgfl^s 

5> DNAesay kit [Qiagen, Germany]^ £ ffl ^ T % DNA Srftbtti L« PCR TfltW'T?' 

b*hhXh~sJo F 2 , F 3 , • • • • £<at?) <759^>, IL-18 &3§m LT V 5 & <£> £ S »J 

M©^/ADNA5rfflV^fcPCR^ff, tit IL-18 WE L I SAM, JJifr^k 

K, flfii^{c*5itS, IL-18 ©i?***^* 3,7^ >^ bti5 (±12 

xm\), (2)#BS) 0 

[ 0 0 9 7 ] 

W#^fi*Jf-«^i" -5 7*n ^ — ^ — (DfaJfOTtCfc -5 IL-18 iHS^FO. cD^AifS, ^ <7 ^ <7> 

X% ,*frizV&7E£tl& fcro.-efi^V^S, — JKWidfi, vt>^©JfliT ; 1 ng/lung £1±(50 ng/kg 
ftl), 10 ng/lung (500ng/kgM) jg ^ <fc % x. «b tt 5 „ 

[ 0 0 9 8 ] 

fj^^rvW-fc-lj-'S IL-18 Mz-it-? V ^shm^nm.®: IL-18 <7)E L I SAM 
T*l ng/mLfili, lOng/mL £1T i 4 5 l-*At 5 i t LV^. #AS##^fS 

[ 0 0 9 9 ] 

SPC-IL-18 *Aa»e>3BJm£ T*©i^ili, tefcPSJtSjJxSfc^-t'fi&v^ ^ttttWUH 
[0100] 

[HJfcfll 1 ] 
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[0101] 

T R X [C J; 5 « -if — 1 , MM P - 1 , MM P - 9 CD #p fjjij ^ £ f| ^ „ 

T y-fe>f : 
[0102] 
< # * y< — if - 1 ) 

Thornberry NA (Nature 356(30) :768-775, 1992) fc2(S bTfTo fc„ o$0 JJ =i >- t't.y h t 
h*^/<-f-UfflV^f |J 20 m M Ac-YVAD-AMC , 37 °C 3 B| ^1 5 IS $ * A M C 
(7-amino-4-methylcoumarin) CD^3t Jt~C 2 [ELl/ii: Jt L 7c (MDS Pharma Services Japan, ^ 

^iday^ste) o 

[0103] 

(MM P - 1 , 9 ) 

=f- KSf^Ef, JjCil$) 5rffl^lfli 50mMP3163-v {^<Zf=f- b'fflftffi, : MOCAc - Pro - 

Leu-Gly+Leu-Azpr(DNP)-Ala-Arg-NH2, 37°C-C 2 B# H K JS $ iir , ^)t*T* 2 bfc,, 
[0104] 
<^^^^) 

USTRX 100 M g/mL <D#?£TT\ * * — - if - 1 fi 2 1 %nU £ tbfc. IfcIlT 
RX 100 /ig/aL ©#STT?MMP - l,MMP-9iS**l J PJx4 7%, 7 6 % frJ £ 

[HJ60J2] 

[0105] 

[fc^fftKfe^r^vU^^fc, T R X <D COPD JJflanJgb^lUfc] 

bfc, a: 7 ^ * -if Sr-fflVNfce«EW* COPD itt^f^lrftot, COPD teMtf? 
ZhM&mm-fZMm&ft^tCc 8 Sft C57BL/6N -v £ x £TfB 1 ~ 4 ©##Kov>T'5 EE 

[0106] 

(Ili)DAYll^ mm PBS 100 m L y y^-e^frtS4Lfci (###J : control 

(fg2S¥) DAYKC, fflfgRPBS 100 ju L fcM bTcJg:^ 7 * * — if (SIGMA tfc*L 0.3U) 

(H3g¥) DAY0A^DAY204T'IBT\ TRXfi#»3y hP-^HT»I 
PBS 100m LlifiILfcSP67;^5 > (OVA, SIGMA tfcftL 40^g) SrJglfert L , 
PBS 100m LtrSSiBbfcflScaL^ x^— if (SIGMA 1±M * * a ^#4§- E1250, 0.3U) 
D A Y 1 {C y y^t'tf bfct¥ (Jfc«0ij2 : #f«B-v £*^-tvU2 ) a 

(H 4 S¥) DAY0^)^DAY2 0 * fRI 0 T\ fffgR PBS 100 m L f^ffilSI L/C t h y =1 > 
t'tyMRX (40m g) ^MflSrtK^- U ftgRPBS 100 m L (C!^^ L fcM*- 7 * * -if 
(SIGMA tfclK # * n ^#-5§- E1250, 0.3U)&D A Y 1 (c y V v? T* M 1= & 4- L/cl¥ (H 
Jfe^ll 2 : *IH + *&*a(tt-$--r 
[0107] 

t^t©7^(iDAY2 1 T* HI l|X b 3t o 2 0 % fP * y y^If'^A^ 1 5 

cmH 2 Oi3E^75^tT-7^^flfli^jl^ll^o *^*7 7^ ^ijO Jt fi H E bfe o ^^C^M^fi 
MflkMrnv 1 ' V s ^7DXM 1 2 0 0 (NIKONi) T'ffit 0 AC 

T - 1 (N I KONi), Photoshop (Adobe thi^T' ffl Wc„ ft # W U: fi # l¥ S> 7 ^ 

^'AtcMia^ (^9^ K) zm&o ~m<D^vx<DW\jtt>frtbtE$;<D±mm, $>mmtTB 

m<Dn6W\M<DHE^k&^7^ K ri» <b #0r ® 5 %Lm-<DWiML& AC T - .1 T?& 9 iitfo 
Photoshop (Adobe tfcSO&ffl ^-C#ffifflFT 3 0 0 ^ ? o * — V y K (ilft) 
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M $ (mean linear intercept: Lm) li 3 0 0 -7-< ^ d ^ - $ — /3=1 0 0 •=? >f ^ p ^ — ^ — 
T* fc 5 „ -E©-7-?x©Lm^6SrEx 5ffi!fx4^!J y K (&) =1 2 0 ^ U y K (^) 
^b**#S¥<^2pi^S.t>* Welch (D t^£«ftfi?#f £*Tofc 0 
[0108] 

(m 1 l¥ : controW^^) K fi» ^1: & ^-fb fi /<£ o (|1)„ 
[ 0 1 0 9 J 

-*\ (i2g:^iv^x*r>i) i-fii^^OTfla^jk^ <9 s ni^s^ift COPD 

^ffi^fc (El 2 ) 0 
[01 10] 

£fc, (H3S¥ : ^«g-^r>^^^Vv2) fi, M«J&1£^J£/$S 9 , COPD 

50 V A(Dfltl^rtft^--efi COPD <DMte»ffiiJ£*l&V^ <b /OWJ L (0 3 ) D 
[0111] 

[0112] 

M21¥, ^3S¥, ^ 4 S¥<7) Lm tDW-tyte-Ztl^tl 31.7, 69.0, 82.0, 30.4 ^ ^ V n — 
(H5) 0 
[0113] 

Lm £$tm\-rz>t, m4M cmm + mmm®:^-? it, m2m (mm-? <?**^;u 

1 , p=2.62xl0e-24h W, 3 Uimm^ V 2 , p=4.00xl0e-20)tC ifc^ K COPD &- 

[0114] 

— f 4ff (^H + ^-^^JS-^-7 fgll¥ (control ^ ^ * ) {C Lm fc^ 

[0115] 

ng^^m, roi^ffl^tuK^ ^fittiaiffcs t r x AKM^mm^m copd 

[01 16] 

mm-fZ r. t r©UK7^^SttSSf^\ ^- 7 ^ ^ — if P£$^fJ t LTMIi L "C 

immm 3 ] 

[0117] 

[HT^Eb^^'/i^fflWc, T RX©IISI^ COPD ^rvufliftJ^milifc] 
_h3$,L/-c£r^. COPD tb^^^/i-^^oT.COPD ?6i?#J <75#J:PP: ^fiil^-f -5 HSfc o fc, 
±m<DmiZ^Xftm^ti, Ifrb 8 jlftfW SPC-IL-18TG -^^^ (^»5E) PS 0 "C 

0. lmL <DMW(D V l/Wt$k.Wi'$i (PBS) (n^hn— /U) t> L- < fi 0. 2mL L fc V => > if 

t> h t h T R X 400 ju g/mL (ot <9~ EE fc 9 40 m g) £Jit< 9 Lfc„ 21 0 & (C 

[0118] 

^^^1116, 7{^^i- 0 ^r<D^m> PBS ^t^Lfc^yhP-^ (1216) -Cf4, 

COPD ^f/M^lLT^fcOiat^ TRXMS (1217) T?fi N COPD ^JJrfc 

[01 19] 
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±f5tf>-7 **^7VW2, W^Mlftlc IL-18 £3§±£-tt£ C <t tc <fc <9 „ £ S & 3S £ -fr -5 
<bWCfc5. -e Lt, T R XlCfi IL-18 PfiW^ffi ?> tL T *3 9 , ^ ft <b <D CI £ IL-18 

<d ^<y-tjv*mu-tz> t , copd ^^fttts, iis^-^^^^^/KD^-rs^s^^i^ 

Xfi^^^-STfg.t ft -5 ' <t teW <b^-C£>3 0 fet IL-18. feL^^<7)_ha!0 IL-18 ffiM 

nh, copd, Msases, 'b^±^%f^i£&z\,^teBMihj±m*w o mm^±%f<Dffim. 
i ] 

[0120] 

[COPD &%(DM^mW\ iCtoi-f Z> IL-18 CD3£3§9I] 

COPD &# io A^^?4^#fT-#/c«aitSl>*Sii*®t^-ct: < ftofcA^ 6 A<7)JMi*EU$ 
^^/W-^UVO^L, ^7 7^y^0jt^^lLfc o fet fc h IL-18 £t{£ (clone8) -C^S«§L«S 

[0121] 

08-io ic^-r 0 

TKitasato, Y., Hoshino, T., Okamoto, M., Kato, S., Koda, Y., Nagata, N., Kinoshita, M., 
Koga, H. ( Yoon, D. Y, Asao, H., Ohmoto, H., Koga, T., Rikimaru, T., and Aizawa, H. 
Enhanced expression of interleukin- 18 and its receptor in idiopathic pulmonary 
fibrosis. Am J Respir Cell Mol Biol, 31-619-625, 2004. J L X $> 5 J; 0 \Z , fil^A 

(om\^m^ t A/ t'^m, iti^iv^ (is). 

[0122] 

— CO PDH#Wfl*#fggaJ{Jif4, IL-18 < 3§3i L T Wc Q «r fc » $1 $k m. IB 

us, wua±^icei< i^lxv>s r. <t *«BSftft (19, io) c 

f4 JiUT-tD IL-18 <Ojfi3HJ56m^,COPD ©iHTfeS r. i fclKtttt 5 fc.tf>-Cfc 5„ 
[#%«»J 2 ] 

[0123] 

[2. i copd &%-(Dm^mm trx <Dm&&] 

copd a# io A©^r»^flf-c#fc«ftif]at5Ssa*iSfe<fifet: < iotAf© 6 a©»m 

/J-x/Uv y ygf L/^7 7 ^ y^fr ^^1 Lfc„ fet t r- TRX gtffc (Serotec K) 

Kitasato, Y, Hoshino, T., Okamoto, M., Kato, S., Koda, Y., Nagata, N., Kinoshita, M., 
Koga, H., Yoon, D. Y, Asao, H., Ohmoto, H., Koga, T., Rikimaru, T., and Aizawa, H. 
Enhanced expression of interleukin- 18 and its receptor in idiopathic pulmonary 
fibrosis. Am J Respir Cell Mol Biol, 31- 619-625, 2004. 
[0124] 

^wM*^, HI l i~i4 iC7fki- 0 mi£%:<DBf&±BHzte s TRXii, ii < Lt^ML 

t^^^ofc (ill, 12), 

^tUcStLT, CO P D&#£>J»?Pi£9SKf±, TRXiSi<3gSLX^fc. ftMCgffllfeS 
4). 

[0125] 

1 , 2 0gf^f>k COPD •CiaiUJJcilS^i-S IL-18 £ Wl ffij 5 fc «>. K: , 
T R XSrlSm^-fr-CV^S "Tli&tt ^tb, ±i7R(D IL-18 mm&\ h Sfc COPD <D^B£X 

[0126] 

*iswo5 u- Ky * ^sttieixtt^^ie^^ttf st>' copd 

©^Bsxttf&gjEam, copd ^^T^tcipDfsij-rs r t , RTf&m*±mmm<Dmm<D%ic^ 

m&X*3bZ> VMi HAARTf )£f ^ /WSK ft /fl V ^ *t -5 ^ o ^ T — •£ <k Lttffl ^TiB 

t'fcoo £fc#3SlDI© IL-18 paS^JXtt^^ilfe^-Sr-^tf^SW^P^Xfif^^^Jfi^COPD, 
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1 1 Tie ( i ) nm u ) *»?>»^$ixs, < <b fc-sw±*^t?ri 

( 1 ) u K -y 

(2) UK-y^^ffittiei ©7 5 /tia?i)0^, 1 3g L < ttifcf|g<D7 5 / 

( 3 ) ( 1 ) £ =3- K^5it{5^- 
(4) (2) £ = - K-T 5 it^T- 

[ffjftJS3 ] Tf£ ( 1 ) 7?>M (4) fahmtRtStvZ . <t ~MU± if r <b 

( l) u K^^fg-MlSK 

(2) uK^^^?sitsef<7)7 5/ ^ffi?i)©3*», i * b < itwum <dt % j m^x 

( 3 ) ( 1 ) £ =»- KtSlfif 

(4) (2) K-T 5 it IkT- 

[f»*JS4] Tie (5) (8) '>ft < t t-ffiW±£^-tf r £ 

(5) -T>'^ — C2^dr^l8 PIMJ 

(6) .^>^-c2.fdr>i 8 pr^j^t 5 / mmmco ?-h, i ^ l < a^m^r ? y 
M^*, u < itnm^titcr $ y p&gfijua^fc "9 ^o-r v^ - □ 3- v 1 8 

( 7 ) ( 1 ) £'=i — K-r5il{5T- 
( 8 ) ( 2 ) £ =<- K-T-5it{5^ 

[fif*JK5l Tte (5) 7?/ig (8) fcbWUZftZ, 'pt£< t h ~m^X±. Sr^tr r <t 

^ti^ts, ii-uss^efficD^PAxfiS-^^^Jo 

(5) 4 i.8mmm 

(6) >T — 1 5 /ifciajij<£>5 if L<liti©7;/ 

fea^^, ff&3g L < tettfln £ titer 5 y i£lB?u^ib& 9 ^o-r y^-n^^yi 8 

Pi«f&-t4^w-rs ^ 

( 7 ) ( i ) £ =i- K-r saie^ 

( 8 ) ( 2 ) Ktste^ 

[ft*3S6 ] TIB (5)' (8) it, 5 , t fc — «£Jl±**tf r £ 

l:Wtit5, M^BroTPftXfitei^Jo 

(5) 4>-? -v 4 1 8mmm 



(6) >r ^9 — p i 8 Pfi^^joT 5 y ^ia^u o 5 1 ^ t < f±icf@^r 5 y 
iMStt&w-rs 9 1"* ? ft 

( 7 ) ( 1 ) Kt^Ifef 
( 8 ) ( 2 ) £ =>— K-T -Sitfe-T- 



[mm] 

[mum] &l 



1 



[mm%] mm 
mi ] 

Hm, X40fg 




im 2 ] 

HE^fe, X4 0fg 



[H 3 ] 

HE^fe, X4 0f& 
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[124 ] 
HE$fe, X40jg 





f r r-^j -jr* *jz t2* r r mM^^ 
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Mean linear Intercept (Lm) 
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□ PBS 

E3 Elastase 
sOVA/Elastase 

□ TRX/Elastase 
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im 7 ] 




m 9 ] 
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[min 
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[Hi 3 ] 




12 

l m i 4 ] 




[015] 

istfTll^itt F^RoV^M IL18c DNA©£Si^J Ctrai^ne) 

1 GGAAC AATGG AGACAGACAC ACrCCfGCFA rGGGTACFGC rGCFCTGGGT 50 

51 TCCAGG1TCC ACTGGfGACA ACTTTGGCCG AClTCACfGr ACAACCGCAG 100 

101 TAATACGGAA TATAAATGAC CAAGFTCTCr TCGfTGACAA AAGACAGCCT 150 

, 151 GfGTTCGAGG ATATGACTGA r A TT G AT CAA AGTGCCAGTG AACGCCAGAC 200 

201 CAGACTGAfA ATAfACATGT ACAAAGACAG TGAAGTA AGA GGACTGGCfG 250 

251 FGACCCTCrC TGTGAAGGAF AGTAAAAfGr CrACCCTCTC CTGfAAGAAC 300 

301 AAGATCAfrr CCT1TGAGGA A ATGGATCCA CCTGAAAATA FTGATGATfiT 350 

351 ACAAAGTGAT CTCATATTCr TTCAGAAACG FGTTCCAGGA CACAACAAGA 400 

401 rGGAGflTGA ATCTTCACTG TATGAAGGAC ACTTTCTrGG fTGGCAAAAG 450 

451 GAAGATGATG CTTTCAAACf CA1TCTGAAA AAAAAGG ATG AAA ATGGGGA 500 

501 rAAATCFGrA ArGFTCACTC rCACTAACFT ACATCAAAG7 TAGGTG 546 



[II 6 ] 

3>C-IL-18SP<7>«EiS (schematic dfesga) 



Ndei Not! 





Human SPC 


mouse mature 


SV40 small t 


promoter 


IL-18 (SP) 


intrpn +* ;p&;~ 


3.7Kbp 




0.4Kbp 



SP: denal peptide 
pA: poly A 
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